
 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 
  



 


	Research Concept onXylenesMatthew D Stout, PhD, DABTNational Institute of Environmental Health SciencesNTP Board of Scientific Counselors MeetingJune 17, 2014
	Other Database LimitationsReproductive toxicityNo effects on reproductive parameters in a one generation inhalation reproductive toxicity studyConflicting evidence on effects in male reproductive tissue weights and sperm parametersDevelopmental toxicityFetal effects: multiple inhalation studies – skeletal abnormalitiesAssociated with maternal toxicity in most studiesMajor design differences among studies; limitations in some studies: non-guideline; lack of litter based statistics; lack of reporting of maternal toxicityNeurotoxicityCNS effects in adult humans and animals well characterizedLimited evidence of developmental neurobehavioral effectsSimilar concentrations as adults but lack of dose-response data
	Toxicity and Carcinogenicity Studies (Specific Aims 2 and 3)Conduct subchronic and chronic whole body inhalation toxicity and carcinogenicity studies of xylenesInclude exposure of additional animals to evaluate:Reproductive and developmental toxicity endpointsNeurotoxicity endpoints (following developmental exposure) Selection of endpoints will be tailored to provide robust data in the context of the logistical challenges of exposure of developing animals via inhalationShort term studies on individual isomers to evaluate potential differences in toxicities
	Review QuestionsComment on the merit of the proposed project relative to the mission and goals of the NTP. The NTP’s stated goals are to: Provide information on potentially hazardous substances to all stakeholders; Develop and validate improved testing methods; Strengthen the science base in toxicology; Coordinate toxicology testing programs across DHHS (http://ntp.niehs.nih.gov/go/about).Comment on the clarity and validity of the rationale for the proposed project. Has the scope of the problem been adequately defined? Are the relevant knowledge gaps identified and clearly articulated? Comment on the strategy and approach proposed to meet the stated objectives of the project. Are specific aims reasonable and clearly articulated? Is the scope of work proposed appropriate relative to the public health importance of the issue(s) under consideration? If not, what modifications do you recommend? Where steps to further refine the strategy and/or approach are proposed, are they appropriate?There are challenges inherent to achieving the aims of any proposed project. Are the relevant challenges and/or key scientific issues identified and clearly articulated? Where approaches to overcome challenges are proposed, are they appropriate? Are you aware of other scientific issues that need to be considered?Rate the overall significance and public health impact of this project as low, moderate, or high. Identify any elements of the proposed project that you feel are more important than others, and/or that have a higher likelihood of success at meeting pre-defined specific aims.Provide any other comments you feel NTP staff should consider in developing this project.



